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I. Basis of the report 



1. This report has been drawn up on the basis of (Replacement sheets which have been furnished to the receiving 
Office in response to an invitation under Article 14 are referred to in this report as "originally filed" and are 
not annexed to the report since they do not contain amendments.): 



[ ] the international application as originally filed. 



[x] the description, pages 1-74. 

pages 

pages 

pages 



_, as originally filed, 

filed with the demand, 
_, filed with the letter of 
, filed with the letter of 



[x] the claims, Nos. 

Nos. 
NOS. 



Nos. 1-44. 
Nos. 



as originally filed, 
_, as amended under Article 19, 

filed with the demand, 
_, filed with the letter of 30/06/96, 

filed with the letter of , 



[ ] the drawings, sheets/fig . 

sheets/fig 
sheets/fig 
sheets/fig 



_, as originally filed, 
filed with the demand, 
filed with the letter of 
, filed with the letter of 



The amendments have resulted in the cancellation of: 

[ ] the description, pages ; 

[ ] the claims, Nos, 

[ ] the drawings, sheets/fig 



3. [x] This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 



1) The fact that the antibody reactive with a specific 

lipoprotein or apolipoprotein binds to a stable , con- 
formation independent epitope which is uninfluenced by 
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the lipid content (amendments to claims 1, 18, 31, 32, 
35) is not disclosed in the application as originally 
filed. The application apparently only discloses such a 
feature in respect of anti-LDL antibodies (see p. 26, 1. 
20-32). With respect to other lipoproteins or 
apolipoproteins the application only refers to the 
specificity of the antibodies. 

For instance, antibody HB 3 cB 3 binds LDL and not VLDL: 
according to the description this may be due to the fact 
that the epitope recognised by it may be 
conf ormationally changed or masked by lipids in VLDL 
(see p. 27, 1. 25-28). 

Thus, it is clear that it is an epitope of LDL which has 
to be uninfluenced by the lipid content. 

2) The amendment to claims 13, 15-17 are not supported by 
the application as originally filed since it never men- 
tions the possibility of adding non-immobilised antibod- 
ies . 

4. Additional observations, if necessary: 
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V* Reasoned stateient under Article 35(2) with regard to novelty, inventive step and industrial applicability; 
citations and explanations supporting such stateient 



1. STATEMENT 

Novelty (N) Claks 4,5,8,9,12,15-17,19,21,22,24,25,28-30,35-41,43^5 

Claims 1-3,6,7,10,11,13,14,18,20,23,26,27,31-34,42 NO 

Inventive Step (IS) Claims 4,5,15-17,21,22,28-30,35-40,43 YES 

Claims 1-3,6-14,18-20,23-27,31-34,41,42,44 NO 

Industrial Applicability (IA) Claims 1-44 

Claims ; 



YES 
NO 



2. CITATIONS AND EXPLANATIONS 

The present application does not satisfy the criterion 
set forth in Article 33(2) PCT because the subject-mat- 
ter of claims 1-3,6,7,10,11,13,14,18,20,23,26,27,31-34 
and 42 is not new in respect of prior art as defined in 
the regulations (Rule 64(l)-(3) PCT) • 

EP-A-257778 (Dl) discloses monoclonal antibodies against 
apoprotein B-lOO and methods for its detection, such as 
solid-phase assays, which comprise their use (see p. 3, 
1. 40-p. 5, 1. 25, p. 9, 1. 28-38, p. 10, 1. 32-34, p. 
12, 1. 25-p. 15,. 1. 12 and claims). 

EP-A-407035 (D2) discloses assays comprising the use of 
specific anti-apoprotein antibodies and of an agent 
which stains the lipid fraction of lipoproteins (see 
col. 7, 1. 13-col. 11, 1. 11, col. 17, 1. 43-45 and 
claims 1-4). Although D2 does not provide any examples 
of antibodies which could be used, it appears clearly 
that the skilled person, at least in the opinion of the 
authors of D2, would have had no difficulties in finding 
the suitable reagents for the claimed assays. 
That this is indeed the case is shown by Dl and by the 
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other documents cited in the International Search Re- 
port. WO-A-8605493 , for instance, discloses specific 
anti-apoprotein A monoclonal antibodies and their use. 
Also WO-A-9307165 discloses monoclonal antibodies spe- 
cific for LDL and HDL and methods to determine their 
relative ratio whic comprise the use of the said anti- 
bodies (see claims). 

2) Dependent claims 8, 9, 12, 19, 24, 25, 41 and 44 do not 
appear to contain any additional features which, in com- 
bination with the features of any claim to which they 
re f er/ involve an inventive step since they appear com- 
monplace in the art. 

3) On the other hand, the subject-matter of claims 4, 5, 
15, 16, 17, 21, 22, 28-30 , 35-40 and 43 appears to meet 
the requirements of Art. 3 3 PCT. 

3.1) The subject-matter of claim 35 is broad but, in view of 
the available prior art and interpreted in the light of 
the description (p* 26-27), appears to be novel and in- 
ventive (see however point VIII of this Opinion). 

The same applies to claims 38 and 39. 

3.2) The subject-matter of claims 4, 5, 21, 22, 36, 37 and 40 
is novel and, in the light of its higher specificity of 
the claimed monoclonal antibody compared to the antibod- 
ies of the prior art, appears also to be inventive. 

3.3) The methods to which claims 15-17 relate are based on 
antibodies known from the prior art; however, the 
skilled person would not have found in the prior art any 
clear-cut indication which could have lead him/her to 
the claimed methods which comprise the combined use of 
the said antibodies for the determination of the 
relative ratios of various lipoproteins (see however 
point VIII of the present Opinion). 
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VII. Certain defects in the international application 



The following defects in the form or contents of the international application have been noted: 

1) A receipt of the deposit of the claimed hybridomas will 
be necessary in some cases when entering the national or 
regional phase. The EPO, for instance, will require the 
filing of the said receipt (see R. 28(1) and (2) EPC and 
Guidelines for Examination in the EPO, C-II, 6.3) 
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VIII. Certain observations on the international application 



The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

1) The application does not meet the requirements of Ar- 
ticle 6 PCT because claims 15-17, 28-30 and 35 are not 
clear. 

1.1) Claims 15-17 and 28-30 relate to monoclonal antibodies 
whose specificity is solely defined on the basis of that 
of antibodies of the prior art, which is disclosed in 
the description. Since the said specificity is essential 
to the invention, it should be explicitly present in the 
claims (see also Guidelines, C-III, 4.2). 

1.2) The prior art discloses anti-LDL antibodies which show a 
low level of cross-reactivity with other lipoproteins 
(e.g. WO-A-9318067) . Since the present invention lies in 
the higher specificity of the claimed antibodies, the 
term "significantly" is not sufficiently precise to al- 
low a clear and unambiguous interpretation of the scope 
of claim 34. The said term should have therefore been 
replaced by clearer expressions, e.g. by numerical val- 
ues . 

1.3) Claim 43 should apparently have related to claim 42 in- 
stead of claim 41 but it has not been amended. 

1.4) Claim 41 refers to a second antibody which is however 
never mentioned in claims 1 and 12 to which it relates. 
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